REMARKS 

Reconsideration of this application is requested in view of 
the proposed amendments to the claims and the remarks presented 
herein. Entry of the amendment is requested under the provisions 
of Rule 116 as it puts the application in condition for allowance 
or in better condition for appeal. 

The claims in the application are claims 22 to 34, all other 
claims having been cancelled. 

The Examiner has indicated that there is no support in the 
specification for the expression "conjugate equine estrogen" and 
"estrogenic deficiencies" and this is an incorrect statement since 
it is clear from page 4, line 10 that the expression "equine 
conjugated estrogens" is supported in the specification as filed. 
With respect to the Examiner's statement that the term is not well 
known, Applicatns are submitting herewith, in addition to the 
material already submitted, a number of articles from the 
literature showing that the expression "conjugated equine 
estrogen" is an art recognized term. There are a number of 
references set forth in the literature which unequivocally 
demonstrates that this is a well known term in the art. If the 
Examiner is going to maintain the rejection, the Examiner should 
indicate some basis for maintaining the same since Applicants have 
unequivocally proven that the term is a well known art term. 
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All of the claims were rejected und^HBmtW$§}/g§$>3 as being 
obvious over the Conrad et al reference. The Examiner states that 
Conrad et al teaches the sequential combination of oral estrogen 
estradiol and nomegenstrol acetate progesterone component at 1.5 to 
3.75 mg per unit dose and the treatments are stated to be useful 
for estrogen deficiency which significantly reduces menopausal 
complaints. The Examiner deems that the claims differ from the 
reference in having different generic scope but the method would be 
obvious to one skilled in the art. 

Applicants respectfully traverse this ground of rejection 
since the Conrad et al reference does not render obvious 
Applicants' invention. Applicants will concede that Conrad et al 
relates to a sequential hormonal combination wherein it is made up 
of dosage units comprising only estrogen, then dosage units 
comprising a combination of estrogen and a progesterone and then 
dosage units comprising only a placebo. As pointed out on page 5 
of the last response, the amount of estradiol combined with 
nomegensterol acetate is only administered for 14 consecutive days 
after which, estradiol alone is administered for 10 consecutive 
days followed by administration of a placebo for the last 7 days. 
One of the drawbacks of this type of treatment is to create 
artificial menstrual cycles that are followed by bleeding. This 
therapeutic scheme for women for whom the menopause is recent but 
is not always well accepted in the long term which in part explains 
the poor observance of the treatment . 
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In contrast thereto, the claimed method has for its purposes 
to realize a replacement treatment for the menopause which cures 
the climateric symptomology and prevents osteoporosis and the onset 
of illnesses which does not create artificial cycles such as Conrad 
et al followed by withdrawal bleeding. In contrast to the 
trisequential replacement of hormonal treatment of Conrad et al, 
the present invention avoids menopausal women from having periods 
which generally are not desired by women having menopause of whom 
lasting well in the past such as women 60 to 70 years of age. 
Moreover, the Conrad et al studies are not directed to the effect 
of an estradiol/progesterone combination but, rather, the effect of 
the latter in an entire sequential combination. The sequential 
Conrad et al therapeutic effect is a result of first, the hormonal 
effect of 171S-estradiol alone followed by the hormonal effect of 
the estrogen-progestogen combination of 17S-estradiol and 
nomegestrol acetate and finally, the non-effect of the placebo. 
This effect cannot be considered as a simple combination of each 
presumed effect of each part of the combination. Moreover, the 
hormonal effect of 176-estradiol alone is distinct from the 
treatment of estrogens -progestogen combination. Therefore, 
Applicants' method and the advantages thereof would in no way be 
taught by the Conrad et al reference which merely has a 
trisequential treatment. Therefore, withdrawal of this ground of 
rejection is requested. 

All of the claims were rejected under 35 USC 103 as being 
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obvious over the Fraser et al reference and the Cano et al 
reference. The Examiner states that both references teach the use 
of oral estradiol -progesterone combination and that Cano et al 
teaches estradiol -progesterone combination for cardiovascular 
diseases and discloses it as being a good alternative in post 
menopausal replacement therapy. According to the Examiner, Fraser 
et al teaches the effects of the addition of nomegestrol acetate in 
post -menopausal treatment in addition to estrogen to prevent 
endometrial abnormalities. The Examiner deems that the claimed 
method would be obvious therefrom. 

Applicants respectfully traverse these grounds of rejection 
since the two references would in no way teach Applicants' 
invention. The Fraser et al reference relates to the effects of 
the addition of nomegestrol acetate to post -menopausal estrogen' 
therapy and in this study, estradiol is orally administered to 
women and patients who took nomegestrol acetate by the implant 
administration method at regular intervals for 12 days and the 
women showed a regular progesterone induced withdrawal bleeding 
each month. The Cano et al reference relates to the effect of 
estrogen-progestative combination of plasma lipids and lipoproteins 
but this administration is continuous and the progestational 
compound is madroxyprogesterone . 

In Applicants' method, the progesterone and the estrogen are 
orally administered for 21 to 25 days per month and this treatment 
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is intended to prevent the appearance of withdrawal bleeding. 
Therefore, neither reference anticipates or renders obvious 
Applicants' invention and withdrawal of these grounds of rejection 
is requested. 

All of the claims were rejected under 35 USC 103 as being 
obvious over the Lanquetin et al patent which, according to the 
Examiner teaches treating estrogen deficiencies in menopausal women 
by oral administration of an estrogen alone followed by the 
combination of estrogen-progesterone combination and then a 
placebo. 

Applicants respectfully traverse this ground of rejection 
since the Lanquetin et al patent in no way anticipates or renders 
obvious Applicants' invention and is the scientific work of Conrad 
et al which again, teaches a trisequential administration rather 
than Applicants' claimed method of administration and the arguments 
against Conrad et al apply also to Lanquetin et al . Therefore, the 
reference in no way anticipates or renders obvious Applicants' 
invention and withdrawal of this ground of rejection is requested. 
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In view of the proposed amendments tot he claims and the above 
remarks, it is believed that the claims clearly point out 
Applicants' patentable contribution and favorable reconsideration 
of the application of the application is requested. 

Respectfully submitted, 
Bierman, Muserlian and Lucas 



By: 





Charles A. Muserlian #19,683 
Attorney for Applicants 
Tel.# (212) 661-8000 
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1/13 PASCAL - (C) CNRS 

NO : PASCAL 96-0212733 IMIST 

ET : A comparative study of safety and efficacy of continuous low dcse 

oe£tradiol released from a vaginal ring compared with con jugs tod** 
^-^equine^^ '^oestroge^* vaginal cream in the treatment of postmenopausal 
urogeniLal auropny 

AU : ACTON RA; DARLING GM; MURKIES AL; 7ARRZLL EA; WE IS BERG E; SELINUS I; 
FRASE* IS 

AF : Meimpanflp. .^ervir.o, nivia-inTi r\f <^yna»mlngy r Foysl Women's 

Hospital/Mclbournc/AUS 
DT : PetiuUique; LA 

so : Eritisn journal 01 obstetrics anc gynaecology; ISSN 0306-5456; Coden 

BJOGASJ GBR; DA. 1996; VOL. 103; NO, 4: PP. 351-359; BIEL. 11 ref. 
t.& ■ F.wr: 

E.\ : Objective To compare the safety, efficacy and acceptability a 

uuiiLinUfjua luw duae oca Lradiul releaai riy vaginal ring wilh con jyaateCI 

equine oestrogen vaginal cream in the treatment of postmenopausal 
urogenital atrophy. Design An open, parallel, comparative 
pnil t i ronl-rp trial. Setting Sydney and Melbourne, Australia. 
Participant a and Interventions One hundred and ninety- four 
paaLmeaupauadl women wiLh symptom* and yigns of urogenital atrophy 
were randomised on a 2 : 1 basis to 12 veefcs of treatment with an 
oestrogen vaqinal rin? versus an oestrogen cream. Main outcome 

mfiJiMiTRS anri rfifliiir.«? F,qn i v*l p.nr.ft (9.S % C.J) wa.o domnngtrateH between 
the two treatments for relief of vaginal dryness and dyoparcunia, 
icaulutiuu uf dtluphiu aiyiia, iEiprov snicuL i:i vayifial mucosal 

maturation indices ana reduction in vaginal pH. No significant 
difference was demonstrated in endometrial response to a progestogen 

r.hal 1 cngo rocr anH <?rjiiva lonr© U30 demonstrated in the incidence of 
intercurrent bleeding episodes. The vaginal ring was significantly 
more acceptably than Lh« -ream [P ^* 0.0001), and way preferred LO Ltie 

cream (V < a.ODlj. Conclusion With equivalent efficacy and safety 
and superior acceptability to vaginal cream, the low dose oestraciol 

vaginal ring jo sn advance in vaginal delivery systems for the 
treatment of urogenital atrophy. 
CC : 002B20H 

t'O : Atropnie; Appareil genital iemeile; Appareil urinaire; Postm, nopause; 
LO INI5T-10S6. 35400004456511O120 

2/13 PASCAL - (CJ CNRS 

WO ; PASCAL-M 89-0140344 

hIT : directs oi "corrugated* T "equine** "oestrogen* * with ar.d without the 
addition 

nf ryr.Hral rrtrgp<ir.r9l nn P^fiim anc urine electrolytes, and the 

biochemical indices of bone metabolism and liver function 

AU : FLETCHER CD; PARISH Zi DAGEN MK; ALLAM BF; HART DM 

AF : Stobhlil gen. hasp./ dep, biochemistry/Glasgow G21/GBR 
DT : PericdiqUe; LA 

4> PP. 34T-351; BI3L. 42 rcf, 
LA : ENG 

L"C : \J02b02\f 
LO : CNRS-18011 

3/13 PASCAL - (t) CNRS 

NO ; PASCAL-M 67-0239016 

kiT : Trie enects oi "conjuga ted** "equine** »«oe3troqens** witn and without a 
cyclical proqesEb'geri in "lipoproteins, and KDL subfractiona in 
postmenopausal women 
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Periodlque; LA 

Acta endocrinologies (Kobenhavn) ; ISSN 0001*5598; DNK; DA. 1986; VOL, 
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medroxy-progesterone tor treatment or el una t eric complaints 
CULLBERG Q: KNUTSSON F; MATTSSON LA 

Tlniv. Gr>FtTfiborg, riftp. nbfl1"»t- r i rs gyna ftr.n 1 ngy/Gnerp.bnrg 41fiR.S/SWP. 
Periodlque; LA 

Matuiitas; ISSN 0313-3122; KLD; DA. 1994; VOL. 6; NO. 1; P?. 35-63; 

Hitf-.. iv rer. 
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PASCAL - (C) CNKS 
NO : PASCAL 93-X-0242416 

F.T : ^PrF.CTS OP TNTRAVAGTNAL **OFSTSnGEW** TREAT EMENT UPON THF. VAGINAL 

ABSORPTION OF » ^CONJUGATED** **£QUIKE«* »«OESTROGENS"« 
AU : CARLS TROEM K; KARLGREN E; FURUHJELM M; RYD KJELLEN E 
At' : HUDDlf^E; UfJiV. HCJisF./HUUDlN^ 141Uti/SWE 
DT : ?ERIODIQUE;LA 

SO i MATII3TTA5; TR5N D37 3-51 ?; ■ NT.D; HA. 1 9fl? ; VOL. *i NO 4» PP. ?7'-?83; 

BIBL. 19 REF. 
LA ; ENG 
CC : 361BQ4L 
LO : CNRS-13011 

S/12 PASCAL - (C) CNRS 

NO : PASCAL S2-X-0322337 

zlT : DOSil-KtliAThiU CHANGS IN VAGINA^. Cri'ULOCi* At'ltK TOPICAL T T CON J UCjATtjl? T T 

**EQUINE** **OESTROGEN5*_* 

All : riYP.R GT; YOUNG O; TOWNS PT : HOL'.TNS KP; WHTTF.H7.An MT; iTF.T,nWT?Z J 

AF : KING'S COLI. HOSP. MED. SCH./LONDON SE5 QRX/CBR 

DT : PEKIODIQUE ; LA 

SO ! B.«. HLU. J.J ISSN UUU7-1447; GtJR; DA. l^y^; VOL. NO b^lH; PP. 

' 799; BIBL. 5 REF. 

LA : ENG 

CC i 3S1A05F 

"JO : CNKS-5002 

7/13 PASCAL - (C) CNRS 

NO : PASCAL R7-X-01 5 975fl 

EI : **CONJUCATED** **EC;UrNE** »*3E_S_TOOCEK** VERSUS PLACEBO IN THE MANAGEMENT OF 

MENOPAUSAL SYMPTOMS 
AU ! HA1LL5 JU; NfcLSON JB; SCHNEIDER M; R£NN±£ tiC; BIKtsfcK Ho 

AF : PRINCE HENRY'S HOS P. /MELBOURNE VICTORIA 3004/WS 
DT : PERTOnTOIlF.;T,A 

£0 i MED- J. AUST.; ISSN 0025-729X; AUS; DA. 1981; VOL. 2: NO 1: PP. 

340-3*42; 2 P.; BIBL. 9 REF. 
LA : LNC- 
CC : 361A05F 
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NO : PASCAL bu-r-U32i564 

ET : PLASMA EQ'JILIN CONCENTRATIONS IN AN 0OPHORECTOMIZED WOMAN FOLLOWING 

INGESTION OF **CQN JUGATED* * ** EQUINE** "OESTROGENS** (EREMARIN) 
AU ; MORGAN MRA; WHITTAKER PC; DEAN PDC: LENTON EA; SEXTON Lj COOKE ID 
AF i UNIV, LIVERPOOL, DEP. DIOCIIEM. , GBR 
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DT : PERI0DIQUE;1A 

SO ; EUROP. J. CLIN. INVE3T. ; GBR; DA. 1979; VOL. 3; NO C; TP. 473-474; 
BIBL. 7 REF. 

LA : ENG 

r.C i 361A05F 

LO ; CM&S-5B09 
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NO : PASCAL 80-5-0371978 

ET : A RADIOIMMUNOASSAY FOR EOUILIN IN POSTMENOPAUSAL PLASMA PLASMA 

LEVELS OF EQUIL1N DETERMINED AFTER C£AL ADMINISTRATION OF * CONJUGATED* » 
**3QUIMZ> + ^OEST^OGENS** (PREHARIN) 

AU : MORGAN MRA; WKITTAKEH PG; FULLER ep; DEAN pdg 

AF : UNIV. LIVERPOOLr DEP. BIOCH EM. / LIVERPOOL L69 3BX,GBR 

DT ; PERIODI0UE;LA 

fin • fiTF^nTfi RTOCHF.M. ; GPR; nA. iqflD; VTIT.. 1.1s NO 5; PP. 551-5.55; R~^T.. 

IS REP. 
LA ; ENG 
CC : jblAUbfc' 
LO : CNRS-14629 
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WO ; PASCAL 3Q-J-0Z 36533 

ET I SERUM ^QUILIN, OESTRONE, AND OES'i'HADlOL LEVELS IN POSTMENOPAUSAL 

WOMEN RECEIVING **CONJUGATED** **EQUINE** **OESTROGENS+* ( PREMARIN 1 ) 
AU : WHITTAXER PG; MOPGAN MPA; DEAN PDGJ CAMERON EKP; LIND T 
AF : UNIV. LIVERPOOL, DEP, B I OCH EM. , LIVERPOOL L69 3BX f CBR 
DT : PERIOD I^UE; LA 

SO : LANCETi GBR; DA. 19S0; NO aii>a; Pf. 14-lb; BltiL. 14 REfc'. 
LA ; ENG 

cc i ?fiiAns^ 

LO : CWRS-5004 
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NO ; PASCAL 79-5-0264753 

E? : PLASMA LEVFXfi OP OPSTPONF., OFSTPADIOT, AWH mNanfVFRnPHTNfi TN 

POSTMENOPAUSAL WOMEN AFTER ORAL AND VAGINAL ADMINISTRATION OF 
**COKJUCATEC Ai 1 1 EQUINE 1 * x A OESTROGEN5 x 1 (PREMARIN) 

AU : "ENGLUND DEJ JOHANSSON EUb 

AF : UNIV. HOSP., UPPSALA/ SWE 

DT ! PEPinDTQT^;T,a 

SO : BRIT. J- OBSTETR- CYNASCOL. ; CBR; DA. 1979; VOL. 95; NO 12; PP. 
357-964; BIBL. 24 RET. 

LA : ENG 

FA : ON OBSERVE UNE AUGMENTATION MARQUEE DES TAUX D'OESTRONE PLASMATICS 

ET 2a HEnps.c a PRRs tpattpmp.nt t.ps ™nr sont an rrcsstrs np. r.rm df. la 

PHASE FOLLICULAIRE. L ' ELEVATION D»QESTRADI0L EST MOINS NETTE. 
L'ACTJVITE BIOLOGIQUE DU PREMARIN ESC IDENtXQUE PAR VoIE ORALE EI 
INTRA VAGI MALE 
LO : CNRS-10B6 
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NO : PASCAL 75-351-11561 

fc'T : {COHfAKAlSON DES Eii'ETS DE L'EThlNXL UESTRADIUL ET DCS OE^TROC-ENES 

E0UINS C0NJUGUES CHE2 DES FEMMES CAS TREES) 
FT - rnMDRRTsnN OF T*-TF. EFFECTS DF F.TKTWYT, OF.fi^RADTOT, AND **CONJUGATED** **EQUINE»* 

**OEgTROCENS»» IN OOPHORECTOMIZED WOMEN 
AU : BOLTON CHf ELLWOOD M; HARiOG M; MARTIN R; ROWE AS; WENSLEY RT 
At' : DEP. MED. t UNIV. tiKlSTUL, BRISTUL 
DT : PERIODIQUE ; LA 

SO : CLIN. ENDOCRINOL . ; G.B.; DA. 1975; VOL, 4; NO 2; PP. 131-13B; BIBL. 

IP, 1/2 
LA ; ENG 

£A : I'HAiTEHENT yUuTIDIEN AVEC L'ETHIHTL OESTRADIOL [20 OU 30 HU G] OU LA 
PREMARINE (0/625 ET 1,25MG). AUCUN EPFET SUR LE CHOLESTEROL SERIQUE, 

la d:ipef nr r.vsF. nil cahoot, le fibrinogene plasmaiique. l 'adherence 

DES PLAQUE?TE£ ET LE TEMPS C 'ACTIVATION! PARTIELLE DE LA 
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THROMBOPLASTIQUE . EEUL L ' ETHINYL OE5TRADIOL AUGMENTE LZS 
TRIGLYCERIDES SERIQUE5 ET A3AIS5E LH DANS UK SERUM 
LO I CNHS-libby 

PASfAT, - (C) flNRS 
NO : DASCAL 73-361-13640 

ET : METABOLIC EFFECTS OF 1 *OESTRCGEN A * TREATMENT IN PATIENTS WITH CARCINOMA 
Of tfROSTATt: A COMPARISON 0; STILBOfcS'lWL AND "CONJUGATED" "EQUINE" 
"OESTftOGENS" ™" 

ATT : KHAFMANF.S'rT M; RONTON CMt PP.NPXP.V RCT,; MAXTOR M 

AF i UNIV. DEP. MED- / BRISTOL 
DT : FERIODlQUE;2iA 

SO : BRIT. KKD. J.; G.U.; UA. 1373; VOL. 2) NO bdfcbi SlZ-514; 

20REF. 

T,A : F.NG 

CC : 361B04E 

FD : HORMONE STEROIDE SEXUELLE; OESTRCGENE; CANCER PRQ3TATE; STILBOSSTROLj 
LyUiLiNE; E^UlLtiNlNii; MtiTAbOblSI4fci LlFlDi? MiTABUblSMJfi GLUClDh; 
TRAITEMENT; HORMDNOTHERAPIE; COMPLICATION TRAITEMENT; APPLICATION 
THF.RAPF.IITTQLIF.; TNHTrATTON; SfHlS T.'P.FFF.T DF 

PC i ENDOCRINOLOGIE 

EG ; ENDOCRINOLOGY 

SG : KNlXjCKiNOi/JfclA 

LO : Ctf*S-5002 



